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NEW RESEARCHReduced Default Mode Connectivity in Adolescents With
Conduct DisorderJOURNAL
VOLUMM. John Broulidakis, MSc, Graeme Fairchild, PhD, Kate Sully, PhD, Thomas Blumensath, PhD,
Angela Darekar, PhD, Edmund J.S. Sonuga-Barke, PhDObjective: Conduct disorder (CD) is characterized by
impulsive, aggressive, and antisocial behaviors that might
be related to deﬁcits in empathy and moral reasoning. The
brain’s default mode network (DMN) has been implicated
in self-referential cognitive processes of this kind.
Method: This study examined connectivity between key
nodes of the DMN in 29 adolescent boys with CD and 29
age- and sex-matched typically developing adolescent
boys. The authors ensured that group differences in DMN
connectivity were not explained by comorbidity with
other disorders by systematically controlling for the effects
of substance use disorders (SUDs), attention-deﬁcit/
hyperactivity disorder (ADHD) symptoms, psychopathic
traits, and other common mental health problems.
Results: Only after adjusting for co-occurring ADHD
symptoms, the group with CD showed hypoconnectivitySupplemental material cited in this article is available online.
OF THE AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY
E - NUMBER - - 2016between core DMN regions compared with typically
developing controls. ADHD symptoms were associated
with DMN hyperconnectivity. There was no effect of
psychopathic traits on DMN connectivity in the group
with CD, and the key results were unchanged when
controlling for SUDs and other common mental health
problems.
Conclusion: Future research should directly investigate
the possibility that the aberrant DMN connectivity
observed in the present study contributes to CD-related
deﬁcits in empathy and moral reasoning and examine
self-referential cognitive processes in CD more generally.
Key words: conduct disorder, ADHD, psychopathic
traits, default mode network, functional connectivity
J Am Acad Child Adolesc Psychiatry 2016;-(-):-–-.onduct disorder (CD) is deﬁned as a repetitive and
persistent pattern of antisocial behavior in which theC rights of others or societal norms are violated.1
Symptoms of CD include theft, vandalism, and violence to-
ward other humans and animals. Neuroimaging studies of
CD have implicated dysfunction in the fronto-amygdala and
fronto-insula circuits as part of a disrupted ventromedial/
orbitofrontal-limbic network.2-4 Several recent studies also
have suggested that the brain’s default mode network
(DMN) could be implicated.5-7 The DMN is comprised of the
anterior medial prefrontal cortex (aMPFC), posterior cingu-
late cortex (PCC), medial temporal lobe (MTL), lateral pari-
etal cortex, and temporal-parietal junction.8-10 The DMN
consists of different subsystems,8,10,11 namely the dorsal
MPFC (dMPFC) subsystem, the MTL subsystem, and the
aMPFC-PCC core system. These subsystems are believed to
play a critical role in self-referential cognitive processing,
including the construction of mental representations of the
self and one’s own and others’ possible future actions,
thoughts, and feelings.12,13 In particular, the dMPFC sub-
system is involved in theory of mind and morality judg-
ments.13,14 The MTL subsystem is involved in binding
together disparate information to facilitate scene construc-
tion8 and the aMPFC-PCC core in attaching personalsigniﬁcance to internally focused thoughts,8 forming the
self–other distinctions linked to prosocial behavior,15 and
possibly forming judgments of affective empathy.16 Thus,
the DMN and its component subsystems represent plausible
pathophysiologic substrates for deﬁcits in emotion percep-
tion,17 empathy,18 and moral reasoning19 that have been
observed in individuals with CD.
Using independent components analysis, Dalwani et al.6
found that, compared with typically developing controls,
adolescent boys with CD showed decreased connectivity
between the superior, medial, and middle frontal gyrus,
lingual gyrus, retrosplenial cortex, and lateral temporal
cortex, reﬂecting generalized DMN dysregulation in CD.
However, all participants with CD also had substance use
disorders (SUDs), which have been associated with DMN
abnormalities.20-22 Furthermore, the study did not include a
dedicated rest period, instead using a task with alternating
periods of rest and stimulus processing. This is problematic
because DMN connectivity is affected by such variations in
task characteristics23 and instructions.24 Another recent
small-scale study25 reported DMN hypoconnectivity in
adolescent boys with CD who were free of comorbid SUDs,
also using independent components analysis methods but,
in this case, more standard procedures for collecting
resting-state functional magnetic resonance imaging
(fMRI) data.
In the present study, this analysis of DMN dysregulation
in CD is extended several ways. First, a more theoretically
driven seed-based approach was adopted, which is better
suited to investigating which DMN subsystems are impairedwww.jaacap.org 1
BROULIDAKIS et al.by restricting the analysis just to those regions shown to
be involved in mental scene construction, socio- and
non–social-cognitive conceptualization, and self-referential
thinking.11 This takes advantage of the functionally disso-
ciable nature of DMN subsystems and has the potential to
provide a more straightforward interpretation of underlying
cognitive impairments. Indeed, such an approach has been
used to identify DMN subsystem-speciﬁc abnormalities in
schizophrenia and major depression.26-28
Second, the impact of clinical heterogeneity and co-
morbidity on the relation between CD and DMN connec-
tivity was systematically examined. In particular, the
impact of SUD comorbidity on DMN connectivity in CD
was examined, given that all participants with CD in the
study by Dalwani et al.6 had comorbid SUDs, whereas
none of the participants in the study by Zhou et al.25 re-
ported SUD comorbidity. Epidemiologic studies have
shown a high degree of overlap between CD and
SUDs,29,30 so this is an important clinical issue, and the
authors believed it was critical to replicate these ﬁndings
suggesting that CD is associated with DMN abnormalities,
irrespective of SUD comorbidity. This study also examined
whether DMN abnormalities were related to psychopathic
traits in the present CD sample. Psychopathy is a person-
ality disorder characterized by a callous lack of empathy
and impulsive antisocial behavior. Although the term
psychopathy is not applied to adolescents, high levels of
psychopathic traits are nevertheless associated with an
increased risk of violent offending in participants with
CD,31,32 and CD with elevated psychopathic traits has been
suggested to represent a more pervasive subtype of CD.33
Some studies have reported decreased connectivity be-
tween brain regions overlapping with core DMN midline
regions in psychopathic adults.34,35 Interestingly, even
within the construct of psychopathy, there might be dif-
ferential effects of the affective/interpersonal and antiso-
cial factors of psychopathy, with the affective/
interpersonal factor associated with decreased medio-
lateral DMN connectivity and the antisocial factor associ-
ated with increased connectivity between prefrontal and
parietal DMN components.36 However, to date, no study
has directly investigated the effects of psychopathic traits
on DMN connectivity in participants with CD. Adoles-
cence is a developmental period in which there are wide-
spread changes in structural connectivity37 that can have a
bearing on the developmental course of antisocial behavior
and psychopathy. This makes it pertinent to examine
whether altered DMN connectivity in those with psy-
chopathy is observed at an earlier stage in development. In
addition, the association between DMN dysregulation and
attention-deﬁcit/hyperactivity disorder (ADHD) symp-
toms was examined. ADHD is a neurodevelopmental
condition characterized by persistent and age-
inappropriate levels of inattention, hyperactivity, and
impulsivity.1 This condition frequently co-occurs with CD
and is present in 25% to 30% of boys with CD.38 Even in
those who do not meet formal diagnostic criteria for
ADHD, there is considerable overlap in symptomatology,
and symptom dimensions of impulsivity and hyperactivity2 www.jaacap.orghave been associated with the development of antisocial
behavior in childhood.39 Notably, ADHD is associated
with abnormal DMN connectivity, hypothesized to reﬂect
a disorganization of the network and an inability to
appropriately regulate self-generated thought.40,41 Third,
this study examined whether there were differences in
DMN connectivity according to the age of onset of
CD—that is, whether DMN connectivity was altered in
childhood-onset and adolescence-onset subtypes of CD or
just the former subtype. Like psychopathy, the age of onset
of CD is believed to differentiate between subtypes of CD
that differ in etiology and adult outcomes.1,42 Childhood-
onset CD, which emerges before 10 years of age, has
been linked to distinct cognitive43 and neurophysiologic44
proﬁles compared with adolescence-onset CD, possibly
reﬂecting the fact that these subtypes have different etiol-
ogies45 (although see Fairchild et al.46 for a review chal-
lenging this idea).
In summary, the authors examined DMN connectivity in
adolescents with CD using a more hypothesis-driven
approach than has been used previously to investigate
distinct subsystems of the DMN. To this end, the authors
used a seed-based approach that measured connectivity
between a priori regions of interest in limited components of
the extended DMN that might be involved in deﬁcits in
empathy and moral decision making observed in young
people with CD.11 The authors predicted that adolescents
with CD would display a generalized decrease in DMN
connectivity that would be especially pronounced in the
subgroup with elevated psychopathic traits. They also pre-
dicted that these effects would not be accounted for by other
comorbid conditions and therefore would persist when
controlling for the effects of SUDs, ADHD, and other com-
mon mental disorders.METHOD
Participants
Seventy adolescent boys 13 to 18 years old were recruited from
schools, colleges, pupil referral units, and Youth Offending Teams in
the Hampshire area of the United Kingdom. Of this total sample, 6
were excluded due to gross neurologic abnormalities (gray or white
matter abnormalities and cysts), 3 for excessive head movement, and
3 due to major depressive disorder and/or general anxiety disorder
comorbidity. This meant that data from 58 participants (29 with CD
and 29 controls) were available for analysis. Sixteen participants had
childhood-onset CD (i.e., 1 CD symptom before 10 years of age)
and 13 had adolescence-onset CD (i.e., symptoms only after 10
years1). Seven participants with CD had comorbid ADHD but were
otherwise free of all other common co-occurring disorders (with the
exception of oppositional deﬁant disorder). Healthy control partic-
ipants screened negative for current psychiatric disorders using the
same diagnostic instrument (see below).
Diagnostic Assessment
The Schedule for Affective Disorders and Schizophrenia for School-
Age Children–Present and Lifetime Version (K-SADS-PL47) was
used to assess CD and other common mental disorders (e.g., major
depressive disorder, general anxiety disorder, oppositional deﬁant
disorder, ADHD, obsessive-compulsive disorder, and posttraumaticJOURNAL OF THE AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY
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REDUCED DEFAULT MODE CONNECTIVITY IN CONDUCT DISORDERstress disorder). The K-SADS-PL is a semistructured interview based
on DSM-IV criteria.48 If a symptom is endorsed at threshold by the
child or the parent, then it is considered present.47 Participants were
given a research diagnosis of CD if they (or their parents) endorsed
at least 3 CD symptoms in the past 12 months. Control participants
were screened using the same instrument and were free of all
assessed disorders and past diagnoses of CD or oppositional deﬁant
disorder. All participants also completed the self-report Youth
Psychopathic traits Inventory (YPI49) to assess psychopathic traits.
The YPI measures psychopathy as a multicomponent construct
encompassing a grandiose and manipulative interpersonal style
(factor 1), a callous and unemotional affective style (factor 2), and
impulsive and irresponsible behavior (factor 3). Substance use was
assessed using the Problem Severity scale of the Personal Experience
Screening Questionnaire.50 In line with recommended scoring
guidelines, participants younger than 16 years with scores higher
than 30 or those aged at least 16 years old with scores higher than 35
were assessed as being at high risk for SUDs. Sixteen of the 58
participants (12 from the CD group, 4 from the control group) were
excluded from the supplementary analyses testing for group dif-
ferences in the subsample without SUDs. Handedness was
measured using the Edinburgh Handedness Inventory.51Procedure
Initial assessment and screening took place on a day before the MRI
scan. During this time, informed consent was obtained from the
participant or the primary caregiver if the participant was younger
than 16 years. Additional exclusion criteria were a clinical diagnosis
of a neurodevelopmental (e.g., Down syndrome) or pervasive
developmental (i.e., autism spectrum disorder) disorder, an esti-
mated IQ lower than 75 as assessed using the 2-subtest version of
the Wechsler Abbreviated Intelligence Scale,52 and standard MRI
exclusion criteria (cardiac pacemaker, metal in body, claustrophobia,
etc.). Eligible participants were invited to take part in an MRI scan
lasting 35 to 40 minutes on a separate day.
Image Acquisition. The fMRI data were acquired on a 1.5-T
Siemens Avanto (Siemens AG, Erlangen, Germany) MRI scanner
at Southampton General Hospital in the United Kingdom. A
12-channel head coil was used to detect and receive the magnetic
resonance signal. T1-weighted (MP-RAGE) 3-dimensional datasets
(voxel size 1.2 1.2 1.2 mm, repetition time 2,400 ms, ﬂip angle 8,
160 slices) were acquired, with an acquisition time of 7 minutes
41 seconds. These were obtained for registration and to create whiteTABLE 1 Default Mode Network Regions of Interest and Their Resp
Subsystem R
Posterior cingulate-anterior medial prefrontal
cortex core
posterior c
Dorsomedial prefrontal cortex subsystem anterior media
dorsomedial
temporal p
lateral tem
temp
Medial temporal lobe subsystem ventral media
posterior infer
retrospl
parahippo
hippocam
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regressors. Resting-state fMRI data were acquired using a
T2*-weighted gradient echo planar imaging sequence (repetition
time 3,600 ms, 35 slices, voxel size 3.26  3.26  3.26 mm, in an
interleaved acquisition, ﬂip angle 90, 123 volumes). The resting-
state scan lasted 6 minutes 10 seconds. During the scan, partici-
pants were asked to relax and ﬁxate on a red crosshair presented
against a white background (i.e., eyes-open acquisition). Participants
underwent the structural scan before the resting-state scans.
Image Preprocessing. The FSL 5 software package (http://fsl.
fmrib.ox.ac.uk) and the Connectivity Toolbox 13 (http://www.
nitrc.org/projects/conn53) were used for image preprocessing. The
ﬁrst 3 volumes of each functional time series were discarded to
allow for magnetic saturation effects. Participants were excluded if
the relative head displacement was greater than 3 mm in the x, y, or
z coordinates or the maximum rotation encompassing yaw, pitch,
and roll was greater than 2. Preprocessing steps included identi-
fying outlier time points that were included as confound regressors
in the ﬁrst-level general linear model (motion scrubbing); a rigid-
body correction for head motion; nonlinear registration of func-
tional data to a T1-weighted Montreal Neurological Institute
template that was resampled to 4  4  4 mm3; spatial smoothing
(gaussian full width at half-maximum kernel of 6  6  6 mm3); an
anatomic component-based strategy54 (aCompCore) that involved
regression of subject-speciﬁc time series from 6 components esti-
mated from white matter and cerebrospinal ﬂuid masks using
principal components analysis; bandpass ﬁltering (0.008–0.09 Hz);
and de-spiking using a hyperbolic tangent function to decrease the
inﬂuence of outlier scans.
Regions of Interest. Eleven a priori regions of interest were
selected from coordinates provided by Andrews-Hanna et al.11 to
study connectivity in all 3 subsystems of the DMN associated with
different internally mediated cognitive processes (Table 1 presents
the details and relevant coordinates). Andrews-Hanna et al. identi-
ﬁed these seeds in a young adult sample. Although there is evidence
that long-range connectivity within the DMN continues to develop
well into adolescence, by adolescence these changes are limited to
increases in functional connectivity between nodes, with all major
DMN nodes fully formed in childhood.55,56 Therefore, the authors
believed they were justiﬁed in using these seeds in an adolescent
population. All seeds were 8-mm radius spheres created using FSL.
Consistent with previous studies,11,27,28 only left lateralized and
midline regions were investigated in this study to prevent biasing
connectivity to mirrored regions of interest.ective Montreal Neurological Institute (MNI) Coordinates
egion Abbreviation
MNI Coordinates
x y z
ingulate cortex PCC 8 56 26
l prefrontal cortex aMPFC 6 52 2
prefrontal cortex dMPFC 0 52 26
arietal junction TPJ 54 54 28
poral cortex LTC 60 24 18
oral pole TP 50 14 40
l prefrontal cortex vMPFC 0 26 18
ior parietal lobule pIPL 44 74 32
enial cortex Rsp 14 52 8
campal cortex PHC 28 40 12
pal formation HF 22 20 26
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BROULIDAKIS et al.Statistical Analysis
The speciﬁc time series were computed by averaging the temporally
ﬁltered residual time series for each voxel within each seed. For each
seed, bivariate correlation matrices were calculated yielding group-
level b values that were Fisher transformed. Group comparisons
used analysis of covariance to compare all participants with CD
with healthy controls in the ﬁrst instance; in addition, the
adolescence-onset and childhood-onset CD subgroups were
compared with healthy controls and the adolescence-onset and
childhood-onset CD subgroups were compared. The inﬂuence of
psychopathic traits on DMN connectivity was investigated using a
linear regression analysis on the summed total YPI scores and each
of the 3 separate factors of psychopathy (i.e., interpersonal, affective,
and behavioral). For all second-level contrasts, age, IQ, and ADHD
symptoms were included as covariates of no interest. ADHD is a
disruptive behavior disorder that frequently co-occurs with CD and
is independently associated with atypical DMN connectivity.57 It
was also important to control for age and IQ, given that develop-
ment of the DMN continues well into adolescence56 and intelligence
has been associated with connectivity strength.58 Results are re-
ported at a threshold of a p value less than .05 (2-tailed), with false
discovery rate correction at the level of the entire analysis (i.e.,
controlling for each seed and each target seed simultaneously).
Given the small sample, comparisons between childhood-onset and
adolescence-onset subtypes of CD and healthy controls were per-
formed at an uncorrected a level of a p value less than .01 (2-tailed).
Ethics Approval. This study was reviewed and approved by the
University of Southampton Ethics Committee, the University
Research Governance Ofﬁce, the Hampshire County Council
Research and Evaluation Unit, Southampton City Council Chil-
dren’s Services Research Governance Committee, and the University
Hospital Southampton National Health Service Trust’s Research and
Development Ofﬁce.
RESULTS
The groups were well matched in age and handedness. The
CD group had lower IQ scores, more ADHD symptoms, and
higher levels of psychopathic traits than the control group
(Table 2).TABLE 2 Demographic and Clinical Characteristics of the
Sample
CD Group
(n ¼ 28)
Control Group
(n ¼ 28) t Test
Age (mo) 198.38 (17.57) 196.45 (14.27) 0.46
IQ 92.66 (10.15) 103.34 (10.22) 4.00*
Handedness 25 R; 3 L 25 R; 3 L
ADHD
symptomsa
7.93 (4.45) 0.69 (1.42) 8.34*
Psychopathic
traitsb
122.34 (22.00) 101.31 (15.79) 14.24*
Note: Values in parentheses are standard deviations. ADHD ¼ attention-
deficit/hyperactivity disorder; CD ¼ conduct disorder; L ¼ left; R ¼ right.
aADHD symptoms derived from the ADHD supplement of the Schedule for
Affective Disorders and Schizophrenia for School-Age ChildrenePresent
and Lifetime Version.
bPsychopathic traits measured using the total score on the Youth Psycho-
pathic Traits Inventory.
*p < .05.
4 www.jaacap.orgCD and DMN Connectivity
CD was associated with decreased DMN connectivity spe-
ciﬁcally between the aMPFC and the PCC (t53 ¼ 3.69, cor-
rected p ¼ .03; Figure 1a). Connectivity between other DMN
subsystems was unrelated to group status. This decrease in
connectivity in the core aMPFC-PCC subsystem remained
signiﬁcant after excluding 16 participants with probable
SUDs, although at an uncorrected a level only (t37 ¼ 2.75,
uncorrected p ¼ .009; Figure 1b). When the adolescence-
onset or childhood-onset CD subgroups were compared
with the control group, lower aMPFC to PCC connectivity
remained at an uncorrected a level (for adolescence-onset
group only: t37 ¼ 2.86, uncorrected p ¼ .006; for
childhood-onset group only: t43 ¼ 3.39, uncorrected
p ¼ .0015). There were no signiﬁcant differences in connec-
tivity between the childhood-onset and adolescence-onset
CD subgroups, even at an uncorrected level. Interestingly,
the CD-related effects were not signiﬁcant if ADHD symp-
toms were not included as a covariate, suggesting that
important changes in DMN connectivity in patients with CD
and comorbid ADHD might be obscured by the fact that CD
and ADHD symptoms have opposing effects on DMN
connectivity.
To investigate this effect further and study the rela-
tive contributions of CD and ADHD to DMN connec-
tivity, the relation between DMN connectivity and
ADHD symptoms was tested. Adopting the reverse
approach to that described earlier by controlling for
group status (i.e., CD versus control group), ADHD
symptoms were positively correlated with DMN con-
nectivity (Figure 2). Speciﬁcally, functional connectivity
between the aMPFC and the PCC (t53 ¼ 3.74, corrected
p ¼ .03) and between the aMPFC and the retrosplenial
cortex (t53 ¼ 3.48, corrected p ¼ .03) increased as a
function of ADHD symptoms. These ﬁndings suggest
that ADHD is linked to DMN hyperconnectivity,
whereas CD is linked to hypoconnectivity in the core
DMN subsystem (aMPFC-PCC) only. There were no
signiﬁcant correlations when testing for the effects of the
inattentive or hyperactive symptom dimensions of
ADHD on DMN connectivity (corrected p > .10 for all
seed-to-seed correlations).
Psychopathy and DMN Connectivity
There were no signiﬁcant associations between total psy-
chopathy scores and DMN connectivity within the CD
group. This also was the case for the 3 psychopathy sub-
factors (i.e., interpersonal, affective, and behavioral); for all
seed-to-seed correlations, all corrected p values were greater
than .70.
Potential Confounding Factors
Excluding participants with probable SUDs or comorbid
ADHD and left-handers did not substantially affect the
ﬁndings (see Figure 1 and Table S1, available online).
Because the CD and control groups differed in IQ, the
authors also tested for correlations with IQ across all par-
ticipants to examine whether IQ inﬂuenced functionalJOURNAL OF THE AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY
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FIGURE 1 Functional connectivity (Fisher z-transformed values) as a function of group status. The results presented in panel a
show the data for the entire sample whereas those displayed in panel b are for the subsample without probable substance use
disorders. In both cases, the conduct disorder (CD) group showed decreased default mode network connectivity between the anterior
medial prefrontal cortex (aMPFC) and posterior cingulate cortex (PCC) compared with healthy controls. Group differences in
connectivity are significant at p < .05, false discovery rate correction for all seed-to-target pairs or at an uncorrected threshold of
p < .01. Error bars show standard errors.
REDUCED DEFAULT MODE CONNECTIVITY IN CONDUCT DISORDERconnectivity. No signiﬁcant correlations were found between
IQ and DMN connectivity (corrected p > .40 for all seed-to-
seed correlations).DISCUSSION
This study tested the hypothesis that CD is associated with
decreased connectivity in the DMN, a network previously
shown to be important for self-referential and other-
referential cognitions. This was done using a seed-based
approach to examine connectivity between brain regions
known to make up the subsystems of the extended DMN.
There were several ﬁndings of note.
First, in support of their hypothesis, the authors ob-
tained evidence that CD is linked to signiﬁcantly decreased
aMPFC-PCC connectivity, suggesting impairment in the
core hub of the DMN. This effect survived statistical
correction for multiple comparisons and was present when
controlling for comorbid ADHD symptoms or, at an un-
corrected threshold, when excluding participants with
probable SUDs or full ADHD diagnoses. Importantly,
these effects did not extend to other DMN subsystems and
therefore differed from the ﬁndings of Dalwani et al.,6 who
found a more generalized DMN deﬁcit in adolescents with
CD and comorbid SUDs. The present results are consistent
with the recent ﬁndings of Zhou et al.,25 who also identiﬁed
DMN hypoconnectivity centered in posterior midline
components of the DMN. However, unlike the study by
Zhou et al.,25 the present study controlled for group dif-
ferences in IQ and ADHD symptoms, which have been
associated with DMN connectivity.38,58 This is important
given the degree of clinical overlap between ADHD
and CD and the robust association between CD and
lower IQ.59,60JOURNAL OF THE AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY
VOLUME - NUMBER - - 2016Second, the authors did not ﬁnd effects of psychopathic
traits or age of onset of CD, 2 factors suggested to delineate
between meaningful subtypes of CD, on DMN connectiv-
ity. This challenges the view that age of onset can be used
to differentiate neurophysiologically distinct subgroups42
and extends the literature by demonstrating that
DMN abnormalities are observed in childhood-onset and
adolescence-onset CD subgroups. The authors also found
no effect of psychopathic traits on DMN connectivity. This
ﬁnding contradicts previous evidence from adult prisoners
that reported lower DMN connectivity in individuals with
high levels of psychopathic traits compared with typically
developing adults. For example, Pujol et al.34 compared
prisoners with high levels of psychopathic traits with
healthy controls, and Motzkin et al.35 compared prisoners
with high versus low levels of psychopathy. These
2 studies found that connectivity between anterior and
posterior midline components of the DMN was decreased
in psychopathic individuals compared with control par-
ticipants. Consistent with these ﬁndings, Sethi et al.61
recently compared prisoners with high levels of psychop-
athy and non-offender controls using diffusion tensor
imaging and found decreased fractional anisotropy
(measurement of structural connectivity) in the former
group in the dorsal cingulum tract that connects midline
posterior and anterior DMN components.61 However, none
of these studies controlled for antisocial personality disor-
der (an adult condition analogous to CD), so the effects
reported, which were strikingly similar to those observed
in the present study, could have been due to antisocial
behavior in general rather than psychopathy per se.
Third, the DMN effects related to CD were present only
when controlling for ADHD symptoms. Indeed, ADHD
symptoms were associated with increased connectivitywww.jaacap.org 5
FIGURE 2 Increased functional connectivity (Fisher z-transformed values) as a function of attention-deficit/hyperactivity disorder
(ADHD) symptoms. After controlling for group status, participants with high levels of ADHD symptoms show hyperconnectivity
between the anterior medial prefrontal cortex (aMPFC) seed and two components of the default mode network: the posterior
cingulate cortex (PCC) and the retrosplenial cortex (Rsp). Correlations between ADHD symptoms and connectivity are significant at
p < .05, false discovery rate correction for all seed-to-target pairs.
BROULIDAKIS et al.within the aMPFC-PCC subsystem when controlling for
CD group status. In addition, ADHD symptoms were
positively correlated with aMPFC-retrosplenial cortex
connectivity. In addition to highlighting the importance of
controlling for ADHD symptoms in studies of CD, these
ﬁndings add to the literature demonstrating ADHD-related
alterations in the DMN.41 The results of previous studies
have been inconsistent in this regard. Some have demon-
strated DMN hypoconnectivity related to ADHD.41,62 The
present study, like several others, demonstrated ADHD-
related hyperconnectivity.57 The reason for this variation
among studies is unknown, although it has been suggested
these differences reﬂect the frequent inclusion and failure
to control for comorbid disorders (most notably CD).63 The
present results suggest that ADHD is associated with intra-
DMN hyperconnectivity rather than hypoconnectivity, and
that comorbid CD or disruptive behavior disorders might
have opposing effects on DMN connectivity.
It should be noted that many other psychiatric disorders
have been linked to DMN dysfunction (for a review, see
Broyd et al.59), and therefore abnormalities in this network
are not speciﬁc to CD. Although the authors showed that
their ﬁndings of hypoconnectivity in the core aMPFC-PCC
subsystem were not the result of co-occurring psychiatric
disorders, establishing that this DMN impairment is spe-
ciﬁc to CD is beyond the scope of the present study
because no psychiatric control groups were included.
However, the nature of the DMN dysfunction in CD might
differ in nature from that observed in other disorders. For
example, schizophrenia appears to be associated with
decreased DMN connectivity in all subsystems of the
network,27 and this has been correlated with subsystem-
speciﬁc deﬁcits in cognitive processes.28 Likewise, in ma-
jor depressive disorder,64 obsessive-compulsive disorder,65
and autistic spectrum disorders,66 respectively, there is
emerging evidence of disorder-speciﬁc abnormalities that6 www.jaacap.orgmight be tied to individual subcomponents of the DMN.
To the authors’ knowledge, no empirical study has directly
compared DMN connectivity across a range of clinical
groups to test the speciﬁcity (or otherwise) of DMN dis-
turbances. This would be an interesting avenue for future
research.
In terms of the functional signiﬁcance of DMN
hypoconnectivity observed here, the authors hypothesize
that this deﬁcit might lead to impairments in self-referential
processes that are required for empathy and moral decision
making in CD (i.e., judgments about the self and others).
Although this prediction has not been tested empirically, it
could provide an alternative way of understanding the
cognitive features of CD.67 For instance, a difﬁculty in
accessing one’s own mental states might hinder self-
evaluative thinking that could lead to difﬁculties in
learning from punishment67 or impair affective empathy.68
Beyond social cognition, self-reﬂection is an important fac-
tor in decision making because one frequently has to eval-
uate a set of possible outcomes before making choices.
Several studies have demonstrated that participants with
CD have difﬁculties in adjusting their behavior
after negative reinforcement,69 show altered sensitivity to
gains or losses during choice evaluation,70 or discount the
value of a reward more sharply with the delay of its
receipt.71 Collectively, these ﬁndings have been interpreted
as reﬂecting a present-orientated mindset and a difﬁculty in
prospection72—the ability to build mental representations of
future events—which is believed to be mediated by
the DMN.
The present study had several strengths, including a
relatively large sample, detailed assessment of psychiatric
symptoms including CD and ADHD, investigation of the
impact of ADHD symptoms on DMN connectivity in CD,
and conservative treatment of fMRI artifacts. However, there
were some limitations that need to be taken into account.JOURNAL OF THE AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY
VOLUME - NUMBER - - 2016
REDUCED DEFAULT MODE CONNECTIVITY IN CONDUCT DISORDERFirst, a direct test of the impact of this pattern of altered
DMN connectivity on self-referential cognitive processes
was beyond the scope of the present study. Nevertheless,
there is a wealth of evidence suggesting that synchronization
between the PCC and the aMPFC occurs during tasks
involving self-referential thought.73,74 Second, in accord with
Andrews-Hanna et al.,11 seeds were placed only in the left
hemisphere of the brain. This could have limited the ability
to detect group differences in the right hemisphere. Third,
analyses of the effects of ADHD symptoms on DMN con-
nectivity would have been strengthened by including in-
dividuals with non-comorbid ADHD alone, because the
nature of the present sample meant that CD and ADHD
symptoms were positively correlated. Fourth, because the
analysis was restricted to adolescent boys, the results of this
study might not generalize to adolescent girls. Fifth, group
differences in IQ could have contributed to the hypo-
connectivity ﬁndings that were obtained; however, because
IQ was included as a covariate of no interest and no sig-
niﬁcant association was found between IQ and DMN con-
nectivity, this interpretation seems unlikely.
In summary, as predicted, CD was associated with rela-
tively decreased connectivity between anterior and posterior
components of the core hub of the DMN. This effect was
present only when controlling for comorbid ADHD symp-
toms. Furthermore, individual differences in psychopathic
traits within the CD group were unrelated to DMN con-
nectivity, and childhood- and adolescence-onset CD sub-
groups appeared to show decreased DMN connectivity
compared with typically developing controls. The authors
hypothesize that these group differences in DMN connec-
tivity might contribute to the difﬁculties in empathy and
social understanding seen in CD. &JOURNAL OF THE AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY
VOLUME - NUMBER - - 2016Accepted June 22, 2016.
Mr. Broulidakis and Drs. Fairchild, Sully, and Sonuga-Barke are with the
Developmental Brain-Behavior Laboratory at the University of Southampton,
United Kingdom. Dr. Sonuga-Barke also is with Gent University, Belgium. Dr.
Blumensath is with the Institute of Sound and Vibration Research at the Uni-
versity of Southampton. Dr. Darekar is with University Hospital Southampton
National Health Service Foundation Trust, Southampton, UK.
This work was funded in part by awards to Edmund Sonuga-Barke and
Graeme Fairchild from the University of Southampton that funded PhD stu-
dentships for M. John Broulidakis and Kate Sully, respectively.
The authors thank the participants and their families for taking part in the study
and the radiographers involved in MRI scanning.
Disclosure: Dr. Fairchild has received grants from the Medical Research
Council (MRC), the European Commission, the National Council for Science
and Technology, Mexico, and the charity Kids Company. Dr. Blumensath has
received grant or research support from the Engineering and Physical Sciences
Research Council and Innovate UK, the innovations agency in the United
Kingdom. He is a named inventor on patent application WO2014162300
A1. Dr. Sonuga-Barke has received grant support from the MRC, the Economic
and Social Research Council, the Wellcome Trust, the Solent National Health
Service Trust, the European Commission, the Child Health Research Founda-
tion New Zealand, the National Institute for Health Research, the Nufﬁeld
Foundation, Fonds Wetenschappelijk OnderzoekVlaanderen, and MQ:
Transforming Mental Health. He has received speaker fees, research funding,
and conference support from and has served as a consultant to Shire Pharma.
He has received speaker fees from Janssen-Cilag. He has served as a
consultant to Neurotech Solutions, Aarhus University, Copenhagen University,
and Berhanderling, Skolerne, Copenhagen, KU Leuven. He has received
book royalties from Oxford University Press and Jessica Kingsley. Drs. Sully and
Darekar and Mr. Broulidakis report no biomedical ﬁnancial interests or po-
tential conﬂicts of interest.
Correspondence to Edmund J. S. Sonuga-Barke, PhD, Academic Unit of Psy-
chology, Shackleton Building (B44), Highﬁeld Campus, University of South-
ampton, Southampton, SO17 1BJ, UK; e-mail: ejb3@soton.ac.uk
0890-8567/$36.00/ª2016 American Academy of Child and Adolescent
Psychiatry. Published by Elsevier Inc. All rights reserved.
http://dx.doi.org/10.1016/j.jaac.2016.05.021REFERENCES
1. American Psychiatric Association. Diagnostic and statistical manual of
mental disorders. 5th ed. Washington, DC: American Psychiatric Pub-
lishing; 2013.
2. Arnsten AFT, Rubia K. Neurobiological circuits regulating attention,
cognitive control, motivation, and emotion: disruptions in neuro-
developmental psychiatric disorders. J Am Acad Child Adolesc Psychi-
atry. 2012;51:356-367.
3. Matthys W, Vanderschuren LJMJ, Schutter DJLG. The neurobiology of
oppositional deﬁant disorder and conduct disorder: altered functioning
in three mental domains. Dev Psychopathol. 2013;25:193-207.
4. Rubia K. “Cool” inferior frontostriatal dysfunction in attention-deﬁcit/
hyperactivity disorder versus “hot” ventromedial orbitofrontal-limbic
dysfunction in conduct disorder: a review. Biol Psychiatry. 2011;69:
e69-e87.
5. Cohn MD, Pape LE, Schmaal L, et al. Differential relations between ju-
venile psychopathic traits and resting state network connectivity. Hum
Brain Mapp. 2015;36:2396-2405.
6. Dalwani MS, Tregellas JR, Andrews-Hanna JR, et al. Default mode
network activity in male adolescents with conduct and substance use
disorder. Drug Alcohol Depend. 2013;134:242-250.
7. Freeman SM, Clewett DV, Bennett CM, Kiehl KA, Gazzaniga MS,
Miller MB. The posteromedial region of the default mode network shows
attenuated task-induced deactivation in psychopathic prisoners. Neuro-
psychology. 2014;29:493-500.
8. Andrews-Hanna JR, Smallwood J, Spreng NR. The default network and
self-generated thought: component processes, dynamic control, and
clinical relevance. Ann N Y Acad Sci. 2014;1316:29-52.
9. Fox MD, Snyder AZ, Vincent JL, Corbetta M, Essen DCV, Raichle ME.
The human brain is intrinsically organized into dynamic, anticorrelated
functional networks. PNAS. 2005;102:9673-9678.10. Yeo TBT, Krienen FM, Sepulcre J, et al. The organization of the human
cerebral cortex estimated by intrinsic functional connectivity.
J Neurophysiol. 2011;106:1125-1165.
11. Andrews-Hanna JR, Reidler JS, Sepulcre J, Poulin R, Buckner RL. Func-
tional-anatomic fractionation of the brain’s default network. Neuron.
2010;65:550-562.
12. Buckner RL, Andrews-Hanna JR, Schacter DL. The brain’s default
network: anatomy, function, and relevance to disease. Ann N Y Acad Sci.
2008;1124:1-38.
13. Li W, Mai X, Liu C. The default mode network and social understanding
of others: what do brain connectivity studies tell us. Front Hum Neurosci.
2014;8:74.
14. Reniers RLEP, Corcoran R, V€ollm BA, Mashru A, Howard R, Liddle PF.
Moral decision-making, ToM, empathy and the default mode network.
Biol Psychol. 2012;90:202-210.
15. Wang Y, Hamilton AFdC. Anterior medial prefrontal cortex imple-
ments social priming of mimicry. Soc Cogn Affect Neurosci. 2015;10:
486-493.
16. Molnar-Szakacs I, Uddin LQ. Self-processing and the default mode
network: interactions with the mirror neuron system. Front Hum Neu-
rosci. 2013;7:571.
17. Fairchild G, Van Goozen SHM, Calder AJ, Stollery SJ, Goodyer IM.
Deﬁcits in facial expression recognition in male adolescents with early-
onset or adolescence-onset conduct disorder. J Child Psychol Psychia-
try. 2009;50:627-636.
18. Lovett BJ, Shefﬁeld RA. Affective empathy deﬁcits in aggressive children
and adolescents: a critical review. Clin Psychol Rev. 2007;27:1-13.
19. Chudzik L. Moral judgment and conduct disorder intensity in adoles-
cents involved in delinquency: matching controls by school grade. Psy-
chol Rep. 2007;101:221-236.www.jaacap.org 7
BROULIDAKIS et al.20. Ding X, Lee S-W. Cocaine addiction related reproducible brain regions
of abnormal default-mode network functional connectivity: a group
ICA study with different model orders. Neurosci Lett. 2013;548:
110-114.
21. Ma N, Liu Y, Fu X-M, et al. Abnormal brain default-mode network
functional connectivity in drug addicts. PLoS One. 2011;6:e16560.
22. Sutherland MT, McHugh MJ, Pariyadath V, Stein EA. Resting state
functional connectivity in addiction: lessons learned and a road ahead.
Neuroimage. 2012;62:2281-2295.
23. Yan C, Liu D, He Y, et al. Spontaneous brain activity in the default mode
network is sensitive to different resting-state conditions with limited
cognitive load. PLoS One. 2009;4:e5743.
24. Hsu C-F, Broyd SJ, Helps SK, Benikos N, Sonuga-Barke EJS. “Can waiting
awaken the resting brain?” A comparison of waiting- and cognitive task-
induced attenuation of very low frequency neural oscillations. Brain Res.
2013;1524:34-43.
25. Zhou J, Yao N, Fairchild G, et al. Disrupted default mode network con-
nectivity in male adolescents with conduct disorder [published online
ahead of print October 21, 2015]. Brain Imaging Behav.
26. Chen Y, Wang C, Zhu X, Tan Y, Zhong Y. Aberrant connectivity within
the default mode network in ﬁrst-episode, treatment-naïve major
depressive disorder. J Affect Disord. 2015;183:49-56.
27. Du Y, Pearlson GD, Yu Q, et al. Interaction among subsystems within
default mode network diminished in schizophrenia patients: a dynamic
connectivity approach. Schizophr Res. 2016;170:55-65.
28. Dodell-Feder D, DeLisi LE, Hooker CI. The relationship between default
mode network connectivity and social functioning in individuals at fa-
milial high-risk for schizophrenia. Schizophr Res. 2014;156:87-95.
29. Costello EJ, Mustillo S, Erkanli A, Keeler G, Angold A. Prevalence and
development of psychiatric disorders in childhood and adolescence. Arch
Gen Psychiatry. 2003;60:837-844.
30. Disney ER, Elkins IJ, McGue M, Iacono WG. Effects of ADHD, conduct
disorder, and gender on substance use and abuse in adolescence. Am J
Psychiatry. 1999;156:1515-1521.
31. Fanti KA, Frick PJ, Georgiou S. Linking callous-unemotional traits to
instrumental and non-instrumental forms of aggression. J Psychopathol
Behav Assess. 2008;31:285-298.
32. Frick PJ. Extending the construct of psychopathy to youth: implications
for understanding, diagnosing, and treating antisocial children and ad-
olescents. Can J Psychiatry. 2009;4:803-812.
33. Frick PJ, Ray JV, Thornton LC, Kahn RE. The road forward for research
on callous-unemotional traits: reply to Lahey (2014). Psychol Bull. 2014;
140:64-68.
34. Pujol J, Batalla I, Contreras-Rodrıguez O, et al. Breakdown in the brain
network subserving moral judgment in criminal psychopathy. Soc Cogn
Affect Neurosci. 2012;7:917-923.
35. Motzkin JC, Newman JP, Kiehl KA, Koenigs M. Reduced prefrontal
connectivity in psychopathy. J Neurosci. 2011;31:17348-17357.
36. Philippi CL, Pujara MS, Motzkin JC, Newman J, Kiehl KA, Koenigs M.
Altered resting-state functional connectivity in cortical networks in psy-
chopathy. J Neurosci. 2015;35:6068-6078.
37. Dennis EL, Jahanshad N, McMahon KL, et al. Development of brain
structural connectivity between ages 12 and 30: A 4-Tesla diffusion
imaging study in 439 adolescents and adults. Neuroimage. 2013;64:
671-684.
38. Waschbusch DA. A meta-analytic examination of comorbid hyperactive-
impulsive-attention problems and conduct problems. Psychol Bull. 2002;
128:118-150.
39. Barkley RA, Fischer M, Smallish L, Fletcher K. Young adult follow-up of
hyperactive children: antisocial activities and drug use. J Child Psychol
Psychiatry. 2004;45:195-211.
40. Sonuga-Barke EJS, Castellanos FX. Spontaneous attentional ﬂuctuations
in impaired states and pathological conditions: a neurobiological hy-
pothesis. Neurosci Biobehav Rev. 2007;31:977-986.
41. Castellanos FX, Margulies DS, Kelly C, et al. Cingulate-precuneus in-
teractions: a new locus of dysfunction in adult attention-deﬁcit/
hyperactivity disorder. Biol Psychiatry. 2008;63:332-337.
42. Mofﬁtt TE. Adolescence-limited and life-course-persistent antisocial
behavior: a developmental taxonomy. Psychol Rev. 1993;100:674-701.
43. Frick PJ, Nigg JT. Current issues in the diagnosis of attention deﬁcit
hyperactivity disorder, oppositional deﬁant disorder, and conduct dis-
order. Annu Rev Clin Psychol. 2012;8:77-107.
44. Passamonti L, Fairchild G, Goodyer IM, et al. Neural abnormalities in
early-onset and adolescence-onset conduct disorder. Arch Gen Psychia-
try. 2010;67:729-738.8 www.jaacap.org45. Mofﬁtt TE. Life-course-persistent versus adolescence-limited antisocial
behavior. In: Cohen DCDJ, ed. Developmental Psychopathology, Vol 3:
Risk, Disorder, and Adaptation. 2nd ed. Hoboken, NJ: John Wiley and
Sons; 2006:570-598.
46. Fairchild G, van Goozen SHM, Calder AJ, Goodyer IM. Research review:
evaluating and reformulating the developmental taxonomic theory of
antisocial behaviour. J Child Psychol. 2013;54:924-940.
47. Kaufman J, Birmaher B, Brent D, et al. Schedule for Affective Disorders
and Schizophrenia for School-Age Children–Present and Lifetime
Version (K-SADS-PL): initial reliability and validity data. J Am Acad
Child Adolesc Psychiatry. 1997;36:980-988.
48. American Psychiatric Association. Diagnostic and Statistical Manual of
Mental Disorders. 4th ed. Washington, DC: American Psychiatric Pub-
lishing; 2000.
49. Andershed H, Kerr M, Stattin H, Lavander S. Psychopathic traits in
Non-Referred Youths: Initial Test of a New Assessment Tool. Psycho-
paths: Current International Perspectives. The Hague: Elsevier; 2002:
131-158.
50. Winters KC. Personal Experience Screening Questionnaire (PESQ):
Manual. Torrance, CA: Western Psychological Services; 1991.
51. Oldﬁeld RC. The assessment and analysis of handedness: the Edinburgh
Inventory. Neuropsychologia. 1971;9:97-113.
52. Wechsler D. Wechsler Abbreviated Scale of Intelligence. New York: The
Psychological Corporation, Harcourt Brace and Company; 1999.
53. Whitﬁeld-Gabrieli S, Nieto-Castanon A. Conn: a functional connectivity
toolbox for correlated and anticorrelated brain networks. Brain Connect.
2012;2:125-141.
54. Behzadi Y, Restom K, Liau J, Liu TT. A component based noise correction
method (CompCor) for BOLD and perfusion based fMRI. Neuroimage.
2007;37:90-101.
55. Supekar K, Uddin LQ, Prater K, Amin H, Greicius MD, Menon V.
Development of functional and structural connectivity within the default
mode network in young children. Neuroimage. 2010;52:290-301.
56. Sherman LE, Rudie JD, Pfeifer JH, Masten CL, McNealy K, Dapretto M.
Development of the default mode and central executive networks across
early adolescence: a longitudinal study. Dev Cogn Neurosci. 2014;10:
148-159.
57. Posner J, Park C, Wang Z. Connecting the dots: a review of resting
connectivity MRI studies in attention-deﬁcit/hyperactivity disorder.
Neuropsychol Rev. 2014;24:3-15.
58. Wang L, Song M, Jiang T, Zhang Y, Yu C. Regional homogeneity of the
resting-state brain activity correlates with individual intelligence. Neu-
rosci Lett. 2011;488:275-278.
59. Broyd SJ, Demanuele C, Debener S, Helps SK, James CJ, Sonuga-Barke EJ.
Default-mode brain dysfunction in mental disorders: a systematic review.
Neurosci Biobehav Rev. 2009;33:279-296.
60. Kim-Cohen J, Arseneault L, Caspi A, Tomas MP, Taylor A, Mofﬁtt TE.
Validity of DSM-IV conduct disorder in 41/2-5-year-old children: a lon-
gitudinal epidemiological study. Am J Psychiatry. 2005;162:1108-1117.
61. Sethi A, Gregory S, Dell’Acqua F, et al. Emotional detachment in psy-
chopathy: Involvement of dorsal default-mode connections. Cortex. 2015;
62:11-19.
62. Fair D, Posner J, Nagel BJ, et al. Atypical default network connectivity in
youth with ADHD. Biol Psychiatry. 2010;68:1084-1091.
63. Barber AD, Jacobson LA, Wexler JL, et al. Connectivity supporting
attention in children with attention deﬁcit hyperactivity disorder. Neu-
roimage Clin. 2015;7:68-81.
64. Li B, Liu L, Friston KJ, et al. A treatment-resistant default mode subnet-
work in major depression. Biol Psychiatry. 2013;74:48-54.
65. Beucke JC, Sepulcre J, Eldaief MC, Sebold M, Kathmann N, Kaufmann C.
Default mode network subsystem alterations in obsessive-compulsive
disorder. Br J Psychiatry. 2014;205:376-382.
66. Assaf M, Jagannathan K, Calhoun VD, et al. Abnormal functional con-
nectivity of default mode sub-networks in autism spectrum disorder
patients. Neuroimage. 2010;53:247-256.
67. Raine A, Yang Y. Neural foundations to moral reasoning and antisocial
behavior. Soc Cogn Affect Neurosci. 2006;1:203-213.
68. Lamm C, Bukowski H, Silani G. From shared to distinct self-other rep-
resentations in empathy: evidence from neurotypical function and socio-
cognitive disorders. Philos Trans R Soc Lond B Biol Sci. 2015;371:
20150083.
69. Schutter DJLG, van Bokhoven I, Vanderschuren LJMJ, Lochman JE,
Matthys W. Risky decision making in substance dependent adolescents
with a disruptive behavior disorder. J Abnorm Child Psychol. 2011;39:
333-339.JOURNAL OF THE AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY
VOLUME - NUMBER - - 2016
REDUCED DEFAULT MODE CONNECTIVITY IN CONDUCT DISORDER70. Fairchild G, van Goozen SHM, Stollery SJ, et al. Decision making and
executive function in male adolescents with early-onset or adolescence-
onset conduct disorder and control subjects. Biol Psychiatry. 2009;66:
162-168.
71. White SF, Clanton R, Brislin SJ, et al. Reward: empirical contribution:
temporal discounting and conduct disorder in adolescents. J Pers Disord.
2013;28:5-18.
72. Sonuga-Barke EJS, Cortese S, Fairchild G, Stringaris A. Annual research
review: transdiagnostic neuroscience of child and adolescent mentalJOURNAL OF THE AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY
VOLUME - NUMBER - - 2016disorders—differentiating decision making in attention-deﬁcit/
hyperactivity disorder, conduct disorder, depression, and anxiety.
J Child Psychol Psychiatry. 2015;57:321-349.
73. Brewer JA, Garrison KA, Whitﬁeld-Gabrieli S. What about the “self” is
processed in the posterior cingulate cortex? Front Hum Neurosci. 2013;
7:647.
74. Binder JR, Desai RH, Graves WW, Conant LL. Where is the semantic
system? A critical review and meta-analysis of 120 functional neuro-
imaging studies. Cereb Cortex. 2009;19:2767-2796.www.jaacap.org 9
TABLE S1 Default Mode Network Connectivity Differences Observed When Controlling for Potential Confounding Factors
Contrast Connectivity t P(uncorrected)
Main effects of CD group status, adjusting for age, IQ, and ADHD symptoms. Sixteen
participants with probable SUDs (as assessed using the problem severity scale of the
PESQ) excluded.
aMPFC-PCC 2.75 .009
aMPFC-LTC 3.01 .004
Main effects of CD group status, adjusting for age, IQ, and ADHD symptoms. Seven
participants with comorbid ADHD excluded.
aMPFC-PCC 3.57 .0008
Main effects of CD group status, adjusting for age, IQ, and ADHD symptoms. Six left-
handed participants excluded.
aMPFC-PCC 3.13 .003
Note: ADHD ¼ attention-deficit/hyperactivity disorder; aMPFC ¼ anterior medial prefrontal cortex; CD ¼ conduct disorder; LTC ¼ lateral temporal cortex; PCC ¼
posterior cingulate cortex; PESQ ¼ Personal Experiences Screening Questionnaire (an indicator of risk for substance use disorders); SUDs ¼ substance use disorders.
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